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401 M Street, SW
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Attn: Section 8(e) Coordinator (CAP Agreement)

RE:  Report Submitted Pursuant to the TSCA Section 8(e) Compliance Audit Program
CAP ID No.: 8ECAP - 0004

Dear Sir/Madam:

On behalf of Rhéne-Poulenc Inc. (RPI, CN 52686, Princeton, NJ 08543-5266) and its
subsidiary Rhdne-Poulenc Ag Company (RPAC), the attached study report is being submitted to
the Environmental Protection Agency (EPA) pursuant to the Toxic Substances Control Act
(TSCA) Section 8(e) Compliance Audit Program and the Agreement for a TSCA Section 8(e)
Compliance Audit Program (CAP Agreement) executed by RPI and EPA.

The enclosed study report provides information on M&B 46030. Its CAS number and chemical

index name are 120068-37-3 and 5-amino-1-[2,6-dichIoro—4-(trif|uoromethyl)phenyl]-
4-[(trifluoromethyl)sulfinyl]-1H-pyrazole-s-carbonitrile. This chemical is manufactured
in Europe and imported by RPAC for pesticide research and development.

No claims of confidentiality are made for this submission. Please note that RPAC released
previous confidentiality claims for the subject chemical on September 8, 1992. The title of the
enclosed report is "M&B 46030: Combined Oncogenicity and Toxicity Study by Dietary
Administration to CD Rats for 104 Weeks Followed by an 8 Week Reversibility Period on

Completion of 52 Weeks of Treatment. Interim Synoptic Report: Week 0-Termination”. The
following is a summary of the adverse effects observed in this study.

This study is being submitted under Section 8(e) because of the clinical signs observed. Groups
of CD rats (80/sex/group) were administered the test material at dietary levels of 0, 0.5, 1.5,
30, or 400 ppm in the diet. At 400 ppm eight males and six females died or were sacrificed in
extremis during the first week of treatment. Convulsions lasting for between 5 and 25 minutes
were noted shortly before death. Salivation, ataxia, and overactivity were also noted for a few of
these animals. Convulsive episodes lasting between 20 seconds and 13 minutes were also noted
in four males and three females during week 1 of the study. These animals appeared to recover
afterwards. Due to the evidence of overt toxicity, the highest dietary level was lowered to 300
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ppm at Week 2 of the study. However, an error was made in preparing the diets which was
discovered at approximately Week 8, and the study was terminated.

Seven previous TSCA Section 8(e) notices were submitted on this chemical. The EPA Document
Control Numbers for these submissions are 8EHQ-0191-1162S, 8EHQ-0391-1199S, 8EHQ-
0591-1232S, 8EHQ-0791-1284S, 8EHQ-0791-1285S and 8EHQ-0891-1315S, and
8EHQ-0392-2540S. Also several Section 8(e) notices will be submitted on this compound
under the CAP.

In total, RPI is submitting three copies of the enclosed report and this cover letter: an original
and two copies. :

Further questions regarding this submission may be directed to the undersigned at 919-549-
2222.

Sincerely,

/%t’n/ /j‘/’%"\

Glenn S. Simon, PhD, DABT
Director of Toxicology
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This report summarises the results obtained during the eight-week treatment
period. The data has not been subjected to Quality Assurance Review.

Dietary concentrations of 0.5, 1.5, 30 and 400 ppm were selected by the
Sponsor. There were, however, a high number of deaths during the

first week of treatment among animals receiving 400 ppm, and this
concentration was reduced to 300 ppm, from Week 2 onwards, at the request
of the Sponsor. The instructions to Pharmacy for formulated diet were,
however, erroneously amended and this resulted in animals of Groups 2, 3
and 4 receiving dietary concentrations of M&B 46030 which were 25% lower
than intended during Weeks 2 to 4. The study was therefore terminated,
without necropsy examination, after eight weeks of treatment at the request

of the Sponsor. A1l data relating to this study are held in the archives
of Life Science Research.

P. Aughton, B.Sc., Dip.R.C.Path., PE‘L;_l%—J\

C.B-io'l.’ M.I.B'i()]. ........................

(Study Director) Date: ..... ?.:;???:.f\!..
L. Freeman, B.Sc. .CAAAQKC..@fﬁQMA&K\ .....
(Staff Toxicologist)

Date: ... June..(%.....
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1.

1.1

1.2

SUMMARY

Groups of eighty male and eighty female CD rats received
M&B 46030 continuously, via the diet, at concentrations of 0.5,
1.5, 30 and 400 ppm for eight weeks.

Following a number of deaths at 400 ppm in the first week of
treatment the highest concentration was reduced to 300 ppm from
Week 2 of treatment at the request of the Sponsor. A similarly
constituted group received untreated diet and served to generate
contemporaneous control data.

A summary of the findings is presented below.

The following changes in comparison with controls were noted:

400/300 ppm

Five males and five females were found dead and three males and
one female were killed in extremis in the first week of
treatment. Convulsions lasting for between five and 25 minutes
were noted shortly before death for all those animals that were
killed and for two of the males and one female that were found
dead. Salivation, ataxia and overactivity were also noted for a
few of these animals.

Convulsive episodes lasting for between 20 seconds and

13 minutes were also noted for four males and three females
during Week 1 of treatment. These animals appeared to recover
afterwards.

Markedly lower food consumption and bodyweight gain was noted
for males and females during the first week of treatment.
Thereafter food consumption was similar or slightly higher than
control values and bodyweight gain was significantly higher than
that of their respective controls. The overall weight gain was,
however, significantly lower than that of control values.

The overall efficiency of food conversion was lower than that of
the controls.

30, 1.5 and 0.5 ppm

There were no deaths.
Appearance and behaviour were unaffected by treatment.

Overall food consumption, bodyweight gain and efficiency of food
conversion were similar to those of the controls.
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o ) 3 _ UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
m WASHINGTON, D.C. 20460 - o

Glenn S. Simon, Ph.D., DABT

Director of Toxicology S
OFFICE OF

Rhone-P lenc . . U
: PREVENTION, PESTICIDES
P.O. Box 12014 , ‘ ~ . TOXIC BUBSTANCES Ao
2 T.W. Alexander Drive ‘ ’ _ S o
Research Triangle Park, North Carolina 27709 _ o
MAR 30 1995

PR

EPA,acknowladgos;th.rreccipt of information submitted by °
‘your organization under Section 8(e) of the Toxic Substances S
' Control Act (TScA). For yourlroterench;,copieuvbf'thcﬂtirst ‘
page(s) of your submission(s) are enclosed and display the TSCA
§8(e) Document Control Number (e.g., S8EHQ-00-0000) assigned by
EPA to your submission(s). Please cite the assigned 8(e; number
del=2¢ - A 1l g DW ™\ ®

“to the reverse side of this pigo

plencs DLOXME *)y and rotoi )
for “EFA Information Requests™ .-

All TSCA 8(e) submissions are placed in the public files
unless confidentiality is claimed according to the procedures
outlined in Part X of EPA's TSCA §8(e) policy statement (43 FR
11110, March 16, 1978). confidential submissions received - .
pursuant to the TSCA §8(e) Compliance Audit Program (CAP) should

. .already contain information supporting confidentiality claims.
This information is reguired and should be submitted if. not done
so previously. "To. substantiate claims, submit responses to the
questions in the enclosure ngupport Information for Confiden-
tiality Claims". This same enclosure is used to suppo
confidentiality claims for non-CAP submissions. .

Pplease address any further correspondence with the Agency
related to this TSCA 8(e) subnission to: .

Document Processing Center (7407)

Attn: TSCA Section 8(e) Coordinator
office of Pollution Prevention and Toxics
U.S. Environmental Protection Agency

. Wagshirgton, D.C. 20460-0001.

EPA looks forward to continued cooperation with your
organization in its ongoing efforts to evaluate and manage
potential risks posed by chemicals to health and the environment.

| ~ Sincerely, |

= o g O .
Encl.osure\ ) ) ZI 97/4 ER. o-nr%:d |

Risk Analysis Branch

t

Q‘n Printad with Soy/Canola ink on paper that
- ' enntains ot laast 50% racvaled finer




Triage of 8(e) Submissions

Date sent to triage: _ MAY-—+§-1995 NON-CAP
Submission number: 12/7? TSCA Inventory: Y N a

Study type (circle appropriate):
Group 1 - Dick Clements (1 copy total)
ECO AQUATO
Group 2 - Ermie Falkke (1 copy total)
ATOX SBTOX SEN w/NEUR
Group 3 - Elizabeth Margosches (1 copy each)

@ NAR.CTOX EPI . RTOX GTOX

OX/ONCO CTOX/ONCO  IMMUNO CYTO NEUR

Other (FATE, EXPO, MET, etc.):

Notes:

THIS IS THE ORIGINAL 8(e) SUBMISSION; PLEASE REFILE AFTER TRIAGE DATABASE ENTRY

For Contractor Use Only

entire documentf 0) ¥ 2 pages [‘; é pages

Notes:

Contractor reviewer : Date: l/z ZL’# .r




o

CECATS\TRIAGE TRACKING DBASE ENTRY FORM
CRCATS DATA:

cubmaission # 8EHQ- 1132~ 12191 seq_f INFORMATION REQUESTED: FLWP DATE: L UNTARY ACTIONS:
0501 NO INFO REQUESTED (040)NO ACTION RI PORTI D :
.3:@::. FLWP s 0502 INFO REQUESTED (TECH) S62 STUDIES PLANNEDAINDE RWAY
i Qnone - P 0503 INFO REQUESTED (VOL ACTIONS) 0403 NOTIFICATION Of WORKEROTHEHY
| SUBMITTER NAME: : YN _ 0504 INFO REQUESTED (REPORTING RATIONALF) 004 LARFLMSDS (HANGH S
. . POSITION: 0405 PROCESSHANDLING CHANGE S
REFER TO CHEMICAL SCREENING 0406 APP/USE DISCONTINUED
CAP NOTICE 0407 PRODUCTION DISCONTINUED
. 0408 CONFIDENTIAL
- v .
SUB. DATE: /Oﬂ 2T A OTS DATE: \L ,,Ob FU CSRAD DATE: 0 _.\bG _ 15
CHEMICAL NAME: CAS# .
H\/L. - pucrs1o\s ~ ﬂuﬂnrﬁvuu?.ﬁf\;\o( L - G { - —MOOhemwc“w.Ntw s 4+ & 4030
A DY 4

ﬂl 2 6 - &.r@)»&ﬁru = L uA:T“,m‘l—CDSD Bhux),“_ J?ZE\,
Y |mh.*1w.ﬂ60ﬂ01ﬁ<ﬂrr//t/U/;.ﬂf?./nﬁu - ‘ ‘
INFORMATION TYPE: P FC INFORMATION TYPE: PEC EEW PFC

0201  ONCO (HUMAN) 010204 0216  EPWCLIN 010204 0241  IMMUNO (ANIMAL) 01 02 04
202> ONCO (ANIMAL) O aBo 0217  HUMAN EXPOS (PROD CONTAM) 010204 0242  IMMUNO (HUMAN) . o1 02 04
0203 CELL TRANS (IN VITRO) 01 0204 0218  HUMAN EXPOS (ACCIDENTAL) 010204 043  CHEMPHYS PROP 01 02 04

0204  MUTA (IN VITRO) 010204 0219  HUMAN EXPOS (MONITORING) 01 0204 0244  CLASTO (IN VITRO) 010204

0205  MUTA (IN VIVO) 01 02 04 0220 ECO/AQUATOX 010204 045  CLASTO (ANIMAL) 01 02 04

0206  REPRO/IERATO (HUMAN) 01 0204 0221  ENV. OCOCRELFATE 01 0204 0246  CLASTO (HUMAN) 01 02 04

0207  REPRO/TERATO (ANIMAL) 010204 o2  EMER INCIOF ENVCONTAM 010204 047  DNA DAMREPAIR 01 02 04

wﬁ NEURO ECEV 0—&“‘. 0223 RESPONSE REQEST DELAY 010204 ~® y PROD/USEPROC 01 02 04

NEURO (ANIMAL) o 024  PROD/COMP/CHEM ID 01 0204 0251  MSDS 01 0204

0210 ACUTE, TOX. (HUMAN) 010204 0225  REPORTING RATIONALE 01 0204 0299  OTHER 01 02 04

0211  CHR. TOX. (HUMAN) 01 02 04 026  CONFIDENTIAL 01 0204

0212  ACUTE TOX. (ANIMAL) 00204 0221  ALLERG (HUMAN) : 01 6204

0213 SUB ACUTE TOX (ANIMAL) o1 0204 0228  ALLERG (ANIMAL) 01 0204

0214  SUB CHRONIC TOX (ANIMAL) 010204 0239  METABPHARMACO (ANIMAL) 010284
. @25 CHRONIC TOX (ANIMAL) @4 0240  METABPHARMACO (HUMAN) 010204

pATA: NON-CBIINVENTORY ~ ONGOING REVIEW SPECIES TOXICOLOGICAL CONCERN: USE; PRODUCTION:
YES YES (DROP/REFER) RV LOW _ RD .
X pest
CAS 5R NO NO (CONTINUE) |_MED _ <
7 ﬂ.ﬁ!!;v REFR , HIGH
} osyl -123as, o1\ -84 - 12% ogal -l

s Bovg - 01l - V3 S omi- wIs o ; B4s ONI Ss |, OB CIA5S

: ﬂ\“ﬂw.&mmﬁr mﬁ\(r\\ Fererer s \Evmww Lot ﬂm\po,;c \wuuw\,ﬁ‘\m m\d,r -t %».L \\N M ‘.xww.‘u\(wkw,d.h Co . \NNA NeAEd 1§

- ) /.51 / = -

Tt W R e M m.fmﬁﬂw mﬁ(y \ﬁo\«w\.\w v\v\uﬂl\\\swx“w}\ r\JWH\W .“WOA\W\.‘T.»J\ ’ .\& b}:h\m.\u &, v N \_ W\ W L o \u\h . A \nMR‘l‘NruID?\A/‘ k.\&u.\mu\m et Lmv\.xfr
AN oo Ry o, S8R3 maste” T2 e, 3 e

o lar Y lee \Mfm p] Ceo e Mb % MNX.MK{_M m:\# Mwa Frasaav Mc \.a?)h\ P IR, ?Eny - R g R B A A ;

£ [/
et by sl oo M\, , e fee u\m!‘n

@ (4] \u}jf.




